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, of applicants' invention, having been lyophilized, contain 
compositions of applicants HT . t< * d The end 

channels vacated by -t« ^ ^ ^ 

*. * nrocess is quite diJEferje^feom^that-o^ 

which is compressed and dry, «^ nouL 

applicants will determine whether to cancel claim 56. 

The Office Action reacted claims 27 and 63 under 35 O.S.C. §112, 
second paragraph, as being indefinite for failing to particularly pent 
out and distinctly clai* the subject matter which applicant regards as 
the invention. The basis for this rejection was: "the term Vegetable 
protein derivatives' in claims 27 (line 2) , 65 < P art<b)(i» isjrague and 
indefinite, as it is not clear what compounds are encompassed by this 
phrase.." [Office Action of 12/6/03. p. 3]. Applicants respectfully 
request reconvention of this rejection in view of the ensuing 
discussion. 

Applicants respectfully direct the Patent office's attention to the 
Specification at page 5, lines 28-30, which read as follows: 

Suitable matrix forming agents include, but are not ^ 
animal an. vegetable P-jSi- -e 

dextrins, soy, and wheat Eanaj P y 
proteins-. [Specification, p. 5, 1. 28-30J 

Applicants respectfully submit that the foregoing would be sufficient for 
one of ordinary skill in the art to understand the nature of the phrase 
vegetable protein derivatives". Applicants respectfully request 
reconsideration of the foregoing rejection in light of this discussion. 

The Office Action -of December 6, 2002 rejected claims 1, 2, 6-9, 
13-15, 19-20, 22, 24-29, 37, 45-56, 49-53, 56-60, 63 and 65 under 35 
use 3102(b) as being anticipated by Huber (U.S. Patent No. 4.122,157). 
Applicants respectfully request reconsideration of this rejection in view 
of the ensuing discussion. 

The basis for this rejection was as follows: 

Huber teaches nitrofurantoin sustained release tablets 
Amplified is a tablet comprising a rapid release layer and a slow 
S!2se layer, wherein the rapid release layer emprises 33% 
nitrofurantoin and 67% in rt pharmaceutical excxpients, and the 
^« release layer comprises 36% nitrofurantoin, 31% 

composition comprising a sustained release layer and a fast release 
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soluble polymer <hy f aaent (nitrofurantoin), and the 

+-v^ iinh*r reference describes 
As applicants have earlier points out, the Huber 

compressed oral tablets having: r6 i ease 

portion, each portion containing a icularly , the present 

prepared nitrofurantoin. _^^J% 1 £ mam ^l 

invention relates to a 

col. 1/ 1- 47-65] (emphasis added) 

i.*., to a cOB 5 ^*sed_^bJLet__suitable for oral 

administration having t«o disoiete por oroducts 
contends tbat the mention of the distinction between the end products 
of compression and freeze-drying processes is not persuasive, in fact 
the structu^of.a^^^ 

-I^Ifferent. A tablet is completely solid in form, with a 
volume. in contrast, a freeze-dried structure is porous and 
maintains the volume of the original liquid composition from which it 
is derived. A tablet requires a means to enable dissolution, such as a 
polymer, whereas a freeze-dried product contains channels through which 
water can flow, enabling dissolution at the desired rate- Thus th 
presence of the description of the claimed composition as f^eze- 
dried" would indicate to one of ordinary skill in the art that the 
structure of that composition is quite distinct from that of a 
compressed tablet. la view of this distinction, because Huber does not 
describe or suggest a lyophilized composition, nor a composition 
capable of being lyophilizsd without cracking or disintegration, 
applicants respectfully request reconsideration of the rejection under 

35 U.S.C. S102{b) . 

The Office Action of December 6, 2003 further rejected claims 1-2, 
6 7-10, 13-27, 29, 37-38, 41-43, 45-47, 49-53, and 56-67 under 35 U.S C. 
S103(a, as being unpatentable over Saslawski et al. (WO 99/33448). 
Applicants respectfully request reconsideration of this rejection in vxew 
of the ensuing discussion. 

The Saslawski et al. reference relates, as does Huber. to 
ecvees*** tablet. in the case of Saslawski et al., the tablet is a 
bilayer tablet "comprising at least two superposed layers, 
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characterized in that: a first outer layer i. composed of a mature of 
excipients and of a first active substance...the second layer, arranged 
in contact with the said first layer, consists of a nonbiodegradable, 

in which a second active substance is 
inert porous polymeric matrix in wnicn a wwuu 

dispersed." [Saslawski, p. 1, Abstract]. Thus, the Saslawski tablet 
contains an outer layer and an inner layer that are a*g~~* 
[Saslawski, P- 21, 1. 19-351. As_«ith__the^er compressed tablet 
structures, that of Saslawski doe_s_not have_the d^^d^ructu £ ^ 
VT555Kni=«Tp553^r nor could' it be f rseze-dried as it has no water 
^eTt in the^Tcture. Again, there are considerable structural 
differences between a compressed tablet and the freeze-dried compositions 
of applicants' invention, as set forth above. Saslawski et al. neither 
suggests nor describes a freeze-dried composition nor a combination of 
any freeze-dried layer with another layer to attain a dual-rate release 
composition. 

Moreover, saslawski et al. contemplates a_ «prolonged release layer" 
containing "inert- materials (Saslawski et al., p. 12, 1. 3-11) rather 
7T»» ^^ ^Aj^polv^rs as in the coi^ositions^of^Pjioants^ 
^n^n^T T^cification, p. 5, 1. 3-6). Saslawski et al- clearly 
describes compressing and drying their compositions for form compressed 
tablets, in contrast to the compositions of applicants' invention 
(Saslawski et al.. p. 15, 1. 15-37). Applicants therefore respectfully 
request reconsideration of the aforementioned rejection over saslawski et 
al. 

The Office Action further rejected claims 12 and 40 under 35 0.S..C. 
§103 la) as being unpatentable over Saslawski et al. and further in view 
of Morella et al. (U.S. Patent No. 5,378,474). Claims 10, 12, 38 and 40 
were also rejected under 35 u.s.C. §103 (a> as being unpatentable over 
Huber et al. and further in view of Morella et al. Applicants 
respectfully request reconsideration of these rejections in view of the 
ensuing remarks. 

These rejections were based upon the same reasoning as set forth 
above vis-a-vis claims 1-2, 6, 7-10, 13-27, 29, 37-38, 41-43, 45-47, 49- 
53 and 56-67. Morella et al., contends the Office Action, -teaches 
sustained release pharmaceutical compositions having a core element and a 
core coating. Antibiotics disclosed for use as active agents include 
nitrofurantoin and metronidazole." [Office Action of 12/6/03, p. 6] 
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f „ t .1 M does Sa.lawsKi et al. and Huber et al., rjljtes 
„ an or al »M« { « ^ti,,. the is 



gcTfioally dri.d tool. 13. 1. 1-31. «- •"»"•• 

lilar to o £ S .alawa*i et al. - • *" ^ 

^en in co^ination with Saal.wski at al. or Huoar at a!., one of 
ordinary **ill in th. art wonlo not nave r„=hed the co.posrt.ons of 
appucants- Invention oaaed «~ Horella et al. beca.ee neither desert 

... >o €r,y *««ze-drvinq nor does either suggest such 
a product that is suitable for rreeze drying 

a product. M s*t forth above, the resulting compositions are quite 
different structurally- Citing a freeze-dried structure having fast- 
release and slow-release components is not easy to achieve. Nothing on 
saslawski et al., Ruber et al. or Morella et al. would direct one of 
ordinary skill in the art to do so. All refer to dry, compressed tablet 
expositions. Thus, applicants respectfully request reconsiderat.cn of 
these rejection*. 

Claims 28, 33-35, 36 and 44 were rejected under 35 O.S.C. 5103(a) 
as being unpatentable over Sasiawski et al. and further in view of Gole 
et al (0.3. Patent No. 5,558,880). This rejection over the combination 
of Saslawski et al. and Gole was based upon Gole et al.'. contended 
teaching of: 

Pharmaceutical dosage forms defined by a matrix containing 
SSSTS^Si and one or more amino acids ^J^f^f 
12 carbon atoms.„It would have been obvious to one f 
•t. at the time the invention was made to add the matrix or 

Golf et al to ?he ilediate-release granule of Saslaws Ki et al 
because a, Gole et al- and Saslawski et al. are both directed to 
pharmaceuticals that provide Mediate release of an act agent, 
^SaslawskX et a! teach many of *-£"£~£5£ ^ 
!av.r 3 S'^TZ.^S as" resisting disintegration 

uSr'manufa^ring and handling, and as fating * fast speed of 
dissolution upon ingestion; thus, one of skill in the art wouia oe 
SivaSd^o add the matrix of Gole et al- to the immediate please 
Canute of Sasaki et al. because ox the ^^^Jgf^S 
a tablet that resists disintegration under manufacturing and 
hanSlng and exhibits a fast speed of dissolution upon ingestion. 
[Office Action of 12/6/03, pp. 7-8] 
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■ ,3 35 36 41-44. 64, 66 Md 67 «.« r.i«t«l 35 

C1„ M 33-35. 36. 44. ^ ^ „ i<!M o£ 

9103 " TZT^^ «-* - «*« - ' ^ 

srs' — — — — - - 

a^r^ ceo, , 3 9 -4 5 «. - . t: 

. „~ Gole et al. describes homogenous dosage forms ana 

r^*=JT« — - - - - - r kl Lrc: g 

compositions in cognation with another, sunned ^ laye 
Nowhere does Gole et al. motivate- one of ordinary sK.ll *n the art to 
combine if -aching, with saslawsKi et ,1., Huber or Mor.Ha et al. in 
order to reach the compositions of applicants' invention. 

Nowhere do any of j^^-^tsjea^e or suggest^ 
c^lna^Tof compressed"^* and lyophilizedjnateria^ « xs not 

tha t combed tablets have no water available for the 
«oc». Furthermore, evsn combining such products would .txll not 
Oirect one of ordinary in the art to the compositions of 

applicants invention, which are lyophilized and can even, surprxsmgly, 
be a uniform mixture of slow and fast release phases. 

Even if it were possible to place the freeze-dried compositions of 
Sole et al. on a compressed tablet such as described in Saslawski et al. 
or Huber et al., the freeze-dried structure would not be able to 
withstand the force of compression. Furthermore, if it were to be 
compressed, the release rate of drug in the composition would decrease 
because the channeXs created by the freeze-drying process would cease to 
exist once crushed. Moreover, the ingredients used in a tablet 
composition may not be capable of being subjected to the freeze- drying 

mav affect the materials therein and change their 
process as the process may axxec^ ««« 

properties- 

Gole et al., Huber et al. and Saslawski et al. all descr.be at 
least one means of achieving a fast-dissolving composition (although Gole 
et al. describes a homogenous compositions rather than multiple layers or 
phases). Why would one of ordinary skill in the art combine a freeze- 
dried fast-release composition with a bilayer compressed tablet that 
already has a fast-release layer? Applicants respectfully contend that 
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Ld not be suggested or described in the foregoing 
,103(.) « b.H* unpatentable over Huber et al. 

the ground that: f ordinary skill in 

it would have been obvl ™Vw J^de to incorporate the 
the rat at the time fZjT^STJt^ .gents taught by 
percent weights of ^W"™^ of Huber et al. because 
ILlawski et al. mto the ^££ n fit al . te ach sustained 
a) both saslawsk! f * suSt ained release layer 
release tablets C ^P^^, * r and an active agent and a 
comprising a water- soluble • £? ix forming agent and an 

±S release ^^^iliLL^li that where the general 
aCt ive agent; and b) it has in t he prior art, 

conditions of a claim are ™ involves only 

discovering the^optxmum or l05 USPQ 233. [Office 

routine skill in the art. i.<= 
Action of 12/6/03, pp. 9-10J 

rejection in light of the ensuing remarks. 

AppUcants respectfully point out that both Huber et al. and 
Saslaw^ et al., as discussed above, relate to caressed tablet. - 

th6 ar t were to create a bilayer tablet as 
^ one of ordinary skxll m tne arc 

lf ° nS . and Saslawsk i et al., the resulting product 

form and function from a compressed tablet. 

Nowhere in Huber et al. or Saslawski et al. do the patents suggest 
or describe .uiti-layer compositions having freeze-dried 

_r, the^Uca^i^^ 

■ .-^ ^ US 7~The^free^dried c^Q3iXi^_o^SE 1C ^ S - 
this 3 i-tuation — because in« — — — - _ , , _ ,_ 

^uut co-pression and ^nMm a two pu... 

3^TxJU«uy «-« — —*» - in 

of the foregoing discussion. 
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^c^, e — « reco^d.^ of th. ***** > « 

the JSL 3= 0...=. «»»> «r ^ - - ™ « 

T„ view of th. locoing di^sicn. "speedily 

of Dec— 6. 2002. «n -rly -m-tly sopited. 

Respectfully submitted, 



Andrea i»- Colby 
Attorney for Applies: 
Reg. No- 30,194 




Johnson & Johnson 
one Johnson & Johnson Plaza ■ 
New BrunawicJc, NJ 08933-7003 
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